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WH AT IS C LA IMED I S: 


1. A composition comprising a target nucleic acid associated with a product 
of an eJfczyme and a chromogen composition in an individual cell. 

2. \The composition according to claim 1 wherein the enzyme is a phosphatase 
or a peroxidase. 

3. The composition according to claim 1 wherein the chromogen is 
NBT/BCIP, tetramethylbenzidine or diamino benzidine. 

4. The compositiok according to claim 1 wherein the enzyme is alkaline 
phosphatase and the chromogen is'NBT/BCIP. 


5. The composition according tp-eldm 1 wherein said product is located at 
each of a plurality of occurrences of a pai^iculai| nucleic acid sequence and each of said 
target nucleic acid associated with product Js s^arate from each other. 


6. The composition according to claim \further comprising a nucleic acid 
probe hybridized to said target wherein said enzyme is V)und to said probe. 


7. The composition according to claim 6 wherei\said probe is indirectly 
bound to said enzyme. 


8. A method of detecting a target nucleic acid sequence comprising observing 
the location of a product of an enzyme and a chromogen composition, the product being 
associated with the target nucleic acid sequence in an individual cell. \ 
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9. The method according to claim 8 further comprising counting the number 
oflf^dividual spots created by the product inside the individual ceil. 

The method according to claim 9 wherein each individual spot correlates to 
the locatiomof each copy of the target nucleic acid sequence being detected. 

1 1 , Tne method according to claim 8 wherein the enzyme is a phosphatase or 
an oxidase. 

12. The methoXaccording to claim 8 wherein the chromogen is NBT/BCEP, 
tetramethylbenzidine or dianmo benzidine. 


13. The method accordW to claim 8 wherein the enzyme is alkaline 
phosphatase and the chromogen isNBT^^SRjJP, 


14. The method according tto^Ii 
bound to the enzyme wherein said probe Is h; 


n 8 further comprising a nucleic acid probe 
'radized to said nucleic acid sequence. 


15. A method of determining the number^^f copies of a target nucleic acid 
sequence in a cell comprising; 

adding a labeled nucleic acid probe to a tissue samMe, 

incubating the probe and the sample under hybridizing^onditions for a suflBcient 
time for the probe to hybridize to the sample at each copy of the\|arget nucleic acid 
sequence, 

adding a chromogen substrate, and 

observing the location of a product of an enzyme and a chromogen composition, 
the product being associated with the target nucleic acid sequence in an incnvidual cell, 

wherein the enzyme is attached to the labeled nucleic acid probe prior adding 
the chromogen substrate. 
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16. The method according to claim 15 further comprising counting the number 
of indivMuai spots created by the product inside the individual cell. 


17. 

an oxidase 


^hod according to claim 15 wherein the en2yme is a phosphatase or 



18. The method accofdingfQclaim 15 wherein the chromogen is NBT/BCEP, 
tetramethylbenzidine or diamine benzidine. 

19. The method according to claim 15 wher^a^he enzyme is alkaline 
phosphatase and the chromogen isNBT/BCIP. 




